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9 LATE BREAKERS 



PL9.I 

Activity of cyclosporin A in combination with highly active 
anti retroviral therapy in primary HIV-1 infection 

GPRizzardi ', B. Capiluppr, f.P. Chave 1 , G. Tambussi*. R Champagne'. 
A. Harrari ', PA. Bart', A. Lazzarin' and C. Pantaleo' 

'CHUV, Lausanne, Switzerland; 'HSR Milan, ttnly; 'Clin do La Source, Lausanne, 
Switzerland 



PL9.2 

Prevention of nevirapine-associated exanthema using siow dose 
escalation, antihistamines or corticosteroids 

P. Barreiro , V. Suriano, F. Casas\ M. Telfcz', V. Estrada\ R. Hvctetmans\ 
I. Jime'nez-Na'cher 4 and). Gonzalez-Lahuz 

Service of Infectious Diseases and 'Pharmacy, Instituto de Salud Carlos III, 
'Hospital Clinco and -Hospital Principe de Asturias, Madrid, Spain; 'Department 
of Pharmacy and Pharmacology, Slutervaart Hospital, Amsterdam, The 
Netherlands 

The appearance of a rash is one of the most frequent and limiting side clTect> 
during the first 4 weeks of treatment with -nevi rapine (NVP). We explored 
the efficacy and safety of four different strategies for reducing the incidence 
of this complication. 

Five-hundred and sixty -two patients were randomly assigned to accom- 
plish the induction phase of NVP following either the standard (std) recom- 
mendation of 2fX» mg daily during the first 2 weeks (n = J66), or any of four 
new strategics: i) adding loratadine 10 mg/l2h during the first 2 weeks 
(n=93),ii) adding prednisone 50 mg each other day during the first 2 weeks 
(n=93), iii) using an slow escalating dosing, beginning with 100 mg daily the 
first week, and increasing the dose 100 ing weekly up to the full daily dose of 
400 mg (n= 1 07), and iv) combining both the addition of prednisone with the 
slow escalating dosing (n-103). A pharmacokinetic substudy was performed 
in 8 patients receiving 100 mg of NVP during the first week. 

The incidence of rash and NVP discontinuation standard recommendation 
ami the alternative approaches was: 
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Exanthema 


18.7% 


8.8% 


0.03 


8.6% 


0.02 


11.2% 


0.09 


7.7% 


0.01 


Withdrawal 


8.5% 


5.3% 


0.3 


4.3% 


0.2 


4.7% 


0.2 


3.91;. 


0.1 



P values compare the standard induction of NVP with the different new 
interventions. NVP plasma concentrations within the first week of treatment 
using 100 mg daily were above the 1C90 for wild type HIV-1 in all instances. 

In conclusion, the incidence of rash complicating the first few weeks of 
treatment with NVP can he diminished adding corticosteroids or antihista- 
mines for two weeks to the standard recommendation, or using a slow escal- 
ating dosing. This third approach is proven to be plurmacokinctically safe. 



HFV stratum). Fifty-nine percent of the patients are female; 87% of the 
patients are black. Ai the time of this report, all patients on treatment have 
completed 24 weeks. To date* treatment -emergent Grade 4 elevations in liver 
enzymes (ALT, AST, alkaline phosphatase, and total bilirubin) haw been 
observed in 36 (9.4?<») patients in the NVP stratum and in none of the 
patients receiving EFV. Of these 36 cases, 33 occurred within the first 4 weeks 
of therapy; the onset date for the remaining three cases was week 32. Of the 
36 cases, one was > IBs Ay positive at screening with no evidence of active 
hepatitis, and two others had serological evidence of HCV infection. Inci- 
dence of grade 4 elevations was comparable between blinded treatment arms 
(9 versus 10%) and between blacks and non-blacks (9 versus 12%), but in 
females the incidence was twice that of malts (12 versus 6%, P= 0.05). Twu 
patients developed liver failure and died, one of whom was HUsAg positive at 
screening. 

In this study, a high incidence of severe liver toxicity was observed, 
especially in won*en. Clinically these events were attributed to NVP in com- 
bination with d4T and blinded trcatnicnt Medication. Consistent with recent 
recommendations, liver enzymes in patients receiving NVP with other 
antiretrovirals should he monitored closely, particularly during the first 8 
weeks of use. 



PL9.4 

The inhibitory quotient predicts viro logic response to ABT-378/ 
ritonavir (ABT-378/R) therapy in treatment-experienced patients 

A. Hsu, G.R. Granneman, D.). Kempf. /. Isaacson, M. King, 5. Brvn, B. Bernstein 
and E . Sun 

A)>bott Laboratories. Abbott Parle, Illinois, USA 

For protease inhibitors the C W1 ^ inhibitory quotient (IQ: C lflwvh ) is defined as 
the ratio of C,^, to the human serum -adjured EC Ml . Mean IQ; C,^,^ for 
current protease inhibitors (Pis) at labeled doses against wt HIV range from 

< I to 5, and the presence of fourfold or greater reduced baseline susceptibil- 
ity (which effectively reduces IQ: to I or less) has been shown to be 
awveiated with diminished vimlogic response. Thus. IQ: may be used 
to estimate antiviral activity of protease inhibitors hi fiiv. AHT-378r is a new 
PI with a mean IQ for wt HIV of > 75. However, the IQ is reduced in many 
subjects previously treated with multiple Pis due to reduced baseline sus- 
ceptibility. In a study of multiple PI -experienced NNRTI-naive patients 
treated with ABT-378/r+EFV+NRTIs, we assessed the relationship between 
yimlogic response and individual ABT-378 IQ:C tnttt|th or values. The 
correlation between week 24 response (HIV RNA < 400 copies/ml) and 
IQ:C miU( ^ or observed was analysed using Fisher's exact test. Across 50 
subjects, the median IQ was 9.9 (range: 0.05-279) and median decrease in 
susceptibility to ABT-378 was 5.1 (range: 0.5-96). The observed response 
rate is highly correlated with IQ values, being 70%. 80%, and 100% for IQ of 

< 4, 4-1 5, and > 15, respectively (P < 0.026, n = 21, 15, and ! 6, respectively). 
In contrast, the observed response rate was not correlated with C^^. The 
observed response rate is 86%, 74% and R5% for C W(> values of < 2.5, 
2.5-4.5 and > 4,5 mcg/ml. respectively (P < 0.741, n= 14, 19 and 19, 
respectively). This analysis demonstrates that IQ:C OWtf 0 lT which accounts for 
drag exposure as well as viral susceptibility, can be used to estimate antiviral 
activity in patients with reduced susceptibility. In contrast, PK parameters 
alone appear to be inadequate for assessing antiviral activity of Pis in ri'iw, 
particularly in previously treated patients. 



PL9.3 

Severe liver toxicity in patients receiving two nucleoside analogues 
and a non-nucleoside reverse transcriptase inhibitor 

I. Sanne on behalf of the PTC-302 Study Investigators and the FTC-302 

independent Clinical Steering Committee 

1 7. Eton Road, fttrktown, Republic of South Africa 2 193 

The use of some anti retroviral agents has been associated with hepatotoxicity. 
This toxicity has been associated with concomitant chronic viral hepatitis, 
alcohol use, hypersensitivity reactions and lactic acidosis. 

FTC-302 is a randomized, pbcebo-coutrolled, double-blind Much* com- 
paring emtricitabinc (FTC) to lamivudinc in a background of stavudiue 
(d4T) and either nevirapinc (NVP) (screening HIV- 1 RNA S MM) 000 
copies/ml) or cfavirtnz (EFV) (screening HIV- 1 RNA > 100 000 copies/ml) 
in antiretroviral treat mem -naive HIV-infected patients in the Republic of 
South Africa. 

A total of 468 patients were enrolled (385 in the NVP stratum. 83 in the 



PL9.5 

Use of neural networks to define the genetic basis of HIV-1 resistance 
tod4T 

B.A. Larder and D. Wang 

Virco UK Ltd, 1 84 Cambridge Science fork, Cambridge. UK 

The complexity and diversity of HIV drug resistance mutation patterns 
makes it difficult to interpret genotypic testing results. This is especially in the 
case for d4T resistance, where associating specific mutations to phenotyptc 
resistance remains a challenge. We present a systematic method to investigate 
the relationship between mutation patterns and corresponding phenorypic 
resistance using neural networks. In this study, three neural network models 
were developed to investigate how mutation patterns influence d4T resist- 
ance. One model was hasetl on the f J RT mutations listed in the Stanford 
sequence database associated with d4T resistance (62V, 69D, 69N, 6'JSXX, 
751, 75T, I I6Y and I5IM). The other were based on adding either 17 or 51 
extra RT mutations present at relatively high frequency in d4T resistance 
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samples in our relational database. To train and test these neural network 
models, we used a total of 228f» samples, 188 of which were randomly 
selected as a lest data set. An optimal solution for each of the models was 
obtained using the same training and testing data set*. The results demon- 
strated that the 9-mutation model gave a low resistance prediction rate (46%) 
using the independent test data set and in fact it was even difficult to obtain 
reasonable concordance in the training set (42%). However, the 26- and 60- 
mutarion models could be well trained and also provided a higher pa-diction 
rate (65% and 68%. respectively) for resistance (defined as > 3-fold increase 
relative to a sensitive control) using the test data set. In order to discover 
which mutations had contributed to this improved prediction, discordant 
samples from the O-mutation model were identified and the corresponding 
genntvpes were analysed. In total, 1 5 additional mutations occurred in ar least 
3<>% of these samples, including 4 1 L.67N, 1 181, 2 IfW, 21 IK.2I4F and 21 5Y. 
A number of the%c mutations had already been included in the 26- and 
WMnutation models. In conclusion, these results show that at least 26 RT 
mutations may play 3 role in d4T resistance, including AZT resistance muta- 
tions. Refinement of these models should further enhance our understanding 
of the genetic basis of d4T phenotypic resistance. 



PL9.6 

Transmission and fitness of drug resistant strains of HIV 

A.J. LciRb Brown . S.D.W. Frost, JM. Whitcoml), A.R. McLean, »V.S. Heltmann, 
C.S. ieen, R.P. Brvttle, DM Haviir, WC. Mathews. D.D. Richman and SJ. Little 
University of Edinburgh, Edinburgh, UK and University of California, San Diego, 
California, USA 

The frequency with which transmission of drug resistant strains of HIV 
occurs is important for the future efficacy of treatment, and indirectly for the 
future course of HIV epidemics in the US and Europe. The aim of this study 
was to estimate the frequency of transmission of drug resistant strains of HIV 
relative to their prevalence in the HIV + patient population. 

The prevalence of resistance among newly infected individuals was esti- 
mated by phenotypic and genotypic assays; the proportion of potential 
transmitters of HIV carrying resistant strains was estimated in a retrospective 
clinic -based analysis. 

Genotypic data from 1 1 1 individuals with primary' HIV infection who had 
not received an ti retroviral therapy revealed nine bearing mutations at primary 
resistance- associated amino acids in RT. The probable frequency of transmis- 
sion of drug resistant strains in this group is therefore 9/1 II = 8%. Defining 
'potential transmitters' as individuals with plasma \iral load (pVL) > 1500 
copies/ml yields an estimate of 33% for the proportion of potential transmit- 
ters in the H1V+ population with resistant virus based on the known num- 
bers failing therapy and assuming 50% of HIV + individuals are attending a 
clinic. Comparing the proportion infected with the proportion of potential 
transmitters suggests that the fitness of drug-rcsistaut strains at transmission is 
approximately 25% of wild- type. This is likely to be a minimum estimate as 
some resistant strains will have reverted to wild-type before sampling, but still 
suggests a substantial reduction in probability of transmission of resistant 
strains. Published estimates of fitness costs from plasma are lower than this 
(- 1 -I fr>'.), suggesting resistant viruses encounter additional barriers at trans- 
mission, perhaps, relating to differential shedding into genital secretions or 
differential efficiency in establishing new infections. 
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PL10.1 

A perspective on the adverse events of HAART: an overview to 
include lipodystrophy 

D. Cooper 

National Centre in HIV Epidemiology and Clinical Research, University of New 
South Wales, Sydney*, Australia 



PL10.2 

Pathogenesis of lipodystrophy and metabolic disorders 

M. Schambelan 

San Francisco General Hospital, California, USA 



PL10.3 

Lipodystrophy syndrome: developing a case definition 

A. Can 

St Vincent's Hospital, Sydney, Australia 

There is no "gold standard"diagnostic test for lipodystrophy and no validated 
case definition. Several factors have hampered development of a definition of 
lipodystrophy: (I) it is unclear if lipodystrophy is one syndrome or more than 
one; (2) there are no objective diagnostic criteria for lipodystrophy; (3) pos- 
sible features such as intra-abdominal accumulation, hyperlipidacmia and 
abnormal glucose tolerance are common in the general population; (4) there 
is high variability in normal body composition; and (5) at least two contribut- 
ing factors (NRTls and protease inhibitors) may lead to common physical 
and metabolic features. - 

Diagnostic criteria are needed for numerous reasons: to standardize 
recruitment of lipodystrophy studies, standardize reporting (particularly by 
industry to regulators), to compare drugs, drug combinations and drug classes, 
to compare different patient populations, to assist in identifying risk factors, 
and to assist clinicians in diagnosis 

Under the auspices of the EMEA.an industry-sponsored study has begun 
in 37 sites worldwide that will endcasxnir to generate a valid, simple and 
broadly applicable case definition. The case-control approach developed by 
the American Rheumatology Association over the last 3ft years for the 
diagnosis of a large number of rheumatic diseases has been adopted and will 
be discussed, along with the study outline. 



PL10.4 

Management of lipodystrophy and metabolic disorders 

F Coebei 

Mediziniscbe Polilclinik, University of Munich, Germany 

Lipodystrophy (LD) and metabolic disorders are frequently encountered dur- 
ing ami retroviral chemotherapy (ART). The management of the complica- 
tions (insulin resistance, diabetes mellitus and hypertipidemia) include diet, 
exercise, drug therapy and modification of ART Reduction of trunk fat can 
be achieved by physical exercise, anabolic steroids as well as recombinant 
human growth hormone (rhCH). With these measures an improvement of 
lean body mass and fat redistribution can be observed. In small studies the 
Iipolypric rhGH has been shown to increase body mass index, improve body 
composition, hip- waist ratio and serum lipid concentrations. Disadvantages 
include parenteral injections, costs prohibitive for many patients and (mostly 
transient) deterioration of insulin resistance with infrequent manifestations of 
frank diabetes mellitus. None of the few systematic studies so far could dem- 
onstrate a discernible increase of peripheral subcutaneous fat, tissue strongly 
desired by most patients. Particularly the increase of LDL-, VLDL-, ApoB + E- 
cholesterul during ART indicate an increased risk of cardiovascular diseases, 
although time of observation on ART is not sufficiently long to reliably 
predict outcome. Therefore the indication for lipid lowering drugs is not 
clear or uniformly accepted. Only pilot studies with fibrates or statins haw 
shown feasibility of reduction of lipids, but this additional medication as well 
as potential drug interactions particularly between protease inhibitors (PI) 
and statins have prevented widespread use and controlled studies. Frank dia- 
betes can be treated with diet.su Ifouurea drugs or insulin. To improve insulin 
sensitivity metformin or glitazones can be used. In a recent randomised 
controlled study with 500 mg metformin bid in 2(* patients with HIV-LD 
hyperinsulinemia, weight and diastolic blood pressure were improved. 
Metformin was also associated with decrease in visceral and subcutaneous 
abdominal fat while lipoa trophy did not change during observation. A recent 
study with Troglitazone in the treatment non-HlV associated LD resulted in 
improved glucose and lipid control and increased body fat in patients with 
lipojtrophic diabetes. In a pilot study of fi HIV-infected patients with ART 
associated diabetes better glucose control could be achieved, but a further 
increase of lipids (despite improved diabetes) was observed with no consistent 
pattern of change of body composition within six months of treatment. Con- 



